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Amendments to the Claims: 

Ttijs listing of claims will replace all prior listings, and versions, of claims in the 
application. 
Listmjg of Claims 

1 . (currently amended) A method comprising : 

1) screening a plurality of for id e ntifying candidate compound s for potential 
development as candidate cog:nitive enhancer compounds by 

2) determining the ability of said compounds to fef enhance[[ing]] cyclic 
adenosine monophosphate (cAMP) response element binding protein f CREB) pathway 
function wherein said screeninE and detennining compris^JXing]] the steps of: 

a) contacting host cells comprising an indicator gene operably linked to 
a cAMP response element f CRE) promoter with a test compound and with a 
suboptimal dose of a CREB function stimulating agent simultaneously or 
sequentially wherein said CREB function stimulating agent is forskolin : 

b) determining indicator activity in said host cells which have been 
contacted with said test compound and with said CREB function stimulating 
agent; 

c) comparing the indicator activity determined in step c) with the 
indicator activity in control cells w^hich have been contacted with said CREB 
function stimulating agent and which have not been contacted with said test 
compound; 

d) selecting said test compound if: 

i) the indicator activity determined in step b) is increased relative 
to the mdicator activity in said control cells which have been contacted with 
said CREB function stimulating agent and which have not been contacted with 
said test compound; and 

ii) the indicator activity in control cells which have not been 
contacted with said CREB function stimulating agent and which have been 
contacted with said test compound is not significantly different relative to the 
indicator activity in control cells which have not been contacted with said 
CREB function stimulating agent and which have not been contacted with said 
test compound; 
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e) repeating steps a) to d) with a range of different concentrations of said test 
compound selected in step d); and 

f) sei^ting said test compound if: 

i) the indicator activity is increased in the range of concentrations for 
said test compound relative to the indicator activity in said control cells which have 
been contacted with said CREB function stimulating agent and which have not been 
contacted with said test compound; and 

ii) the indicator activity in control cells which have not been contacted 
with said CREB function stimulating agent and w^hich have been introduced said range 
of different concentrations of said test compound is not significantly different relative 
to the indicator activity in control cells which have not been contacted with said CREB 
function stimulating agent and which have not been contacted with said test compound, 

3} wherein identifvingi said test compound is identifi e d as a candidate cognitive 
enhancer compound for e nhan^ i fi r ge - GREB p a thway - said test compound is 
s elected in steps d) and f>, 

2. (original) The method of claim 1 wherein said host cells are contacted with said test 
compound prior to contact with said CREB function stimulating agent. 

3. (original) The method of claim 1 wherein said host cells are human neuroblastoma 
cells, 

4. (original) The method of claim 1 w herein said indicator gene encodes luciferase. 

5. (canceled) 

6. (original) The method of claim 4 wherein steps a) to d) are repeated with a range of 
four different concentrations of said test compound selected in step d), 

7. (currently amended) The method of claim 1 further comprising the steps of: 

g) contacting cells of neural origin with said ideniified candidate cogrntive 
enhancer compound and with a seboptimal dose of a CREB function stimuiatmg agent 
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simultaneously or sequentially , wherein said cells of neural origin are different from the 
host cells of step a); 

h) assessing endogenous CREB-dependent gene expr^sion in said cells which 
have been contacted with said candidate comitive enhancer compound and with said 
CREB function stimulating agent; and 

i) comparing endogenous CREB-dependent gene expression assessed in step h) 
with endogenous CREB-dependent gene expression in control cells which have been 
contacted with said CREB function stimulating agent and which have not heen 
contacted with said candidate cognitive enhancer compound, wherein a difference in 
CREB-dependent gene expr^sion assessed in step h) compared to the CREB- 
dependent gene expression in control cells confirms that said comf)Ound is a candidate 
cognitive enhancer compound for enhancing CREB pathway function , thereby 
identifying said candidat e cognitive enhancer compound as a confirmed candidate 
cogn itive enhancer compound. 

8. (currently amended) The method of claim 7 wherein said cells of neural origin are 
contacted with said candidate coanitive enliancer compound prior to contact with said 
CREB function stimulating agent. 

9. (original) The method of claim 7 wherein said cells of neural origin are neurons. 

10. (original) The method of claim 9 wherein said neurons are primary hippocampal 
cells. 

1 1 . (cancelol) 

12. (cuirently amended) A method comprising fe? 

1> screening a plurality of candidate cognitive enhancer compounds by 

th e eff e ct on cyclic ad e nosin e menophosphale (cAMP) rosponae clement binding 

protein (CREB) dependent g e n e e xpr essio n of a candidate oompeund for e nhancing 
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a) contacting cells of neural origin with a candidate cognitive eiA 
compound and with a suboptimal dose of a cyclic adenosine monophosphate 
(cAMP) response c lement b inding protein (CREB) ftinction stinnilating agent 
simultanaansly or sequentially ; 

b) assessing endogenous CREB-dependent gene expression in the cells 
which have been contacted with said candidate comitive enhancer compound 
and with said CREB function stimulating agent; and 

c) comparing endogenous CREB-dependent gene expression assessed in 
step b) with endogenous CREB-dependent gene expression in control cells 
which have been contacted vnth said CREB function stimulating agent and 
which have not been contacted with said candidate cognitive enhancer 
compound and 

2) identifyin g candidate co gnitive enhancer a3mpounds for further study as a 
cognitive enhancer if said cells contacted in step b) show significantly more CREB- 
de pendent gene expression than said endogenous CREB-<iependent gene expression in 
control cells which have been contacted with said CREB function stimulating agent and 

which have not been contacted with said candidate cognitive enhancer compound. 

13. (currently amended) ITie method of claim 12 wherein said cells of neural origin are 
contacted with said candidat e cognitive enhancer compound prior to contact with said 
CREB function stimulating agent, 

14. (original) The method of claim 12 wherein said cells of neural origin are neurons. 

15. (original) The method of claim 14 wherein said neurons are primary hippocampal 
cells. 

1 6. (canceled) 
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17, (withdrawn) A method for assessing the effect on long term memory formation in 
an animal of a candidate compound for enhancing CREB pathway function comprising 
the steps of: 

a) administering said candidate compound to be assessed to said animal; 

b) training said animal administered said compound under conditions 
appropriate to produce long term memory formation in said animal; 

c) assessing long term memory formation in said animal trained in step b); and 

d) comparing long term memory formation assessed in step c) with long term 
memory formation produced in the control animal to which said candidate compound 
has not been administered. 

18, (withdrawn) The method of claim 17 wherein said animal is a mammal. 

1 9, (currently amended) A method fer comprising 

1) screening a plurality of compoimds for i te potential use as a cognitive 

enhancer by assessing said compound's ability to enhance cyclic adenosine 
monophosphate (c AMP) response element binding protein f CREB) pathway fiinction 
comprising the steps of: 

a) contacting host cells comprising an indicator gene operably linked to a cAMP 
response element ( CRE) promoter with a test compound, thereby producing a test 
sample; 

b) contactin g the test sample prod uced in step a) with a suboptimal dose of a 
CREB function stimulating agent wherein said CREB functio n stimulati ng agent is 
forskolin: 

c) determining indicator activity in said host cells which have been contacted 
with said test compound and with said CREB function stimulating agent; 

d) comparing the indicator activity determined in step c) with the indicator 
activity in control cells which have been contacted with said CREB function 
stimulating agent and which have not been contacted with said test compound; 

e) selecting said test compound if: 

[[ 1 }]i) the indicator activity determined in step c) is increased relative to 
the indicator activity m. said control cells which have been contacted with said CREB 
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function stimulating agent and which have not b^n contacted with said test compound; 
and 

[[2]]ii) the indicator activity in control cells which have not been 
contacted with said CREB function stimulating agent and which have been contacted 
with said test compound is not significantly difterent relative to the indicator activity in 
control cells which have not been contacted with said CREB fiinction stimulating agent 
and which have not been contacted with said test compound; 

f) repeating steps a) to e) with a range of different concentrations of said test 
compound selected in step e); 

g) selecting said test compound as a. candyate^^c^ enhancer compound if: 

the indicator activity is increased in the range of different 
concentrations for said test compound relative to the indicator activity in said 
control cells which have been contacted with said CREB function stimulating 
agent and which have not been contacted with said test compound; and 

[[2]]ii) the indicator activity in control cells to which have not been 
contactoi with said CREB fiinction stimulating agent and which have been 
introduced said range of different concentrations of said test compound is not 
significantly different relative to the indicator activity in control cells which 
have not been contacted with said CREB pathway function stimulating agent 
and which have not been contacted with said test compound^ thereby selecting a 
cand i dat e ■ c - empe un d ; 

h) contacting cells of neural origin with said candidate cognitive enhancer 
compound selected in step g) and with a suboptimal dose of a CREB fiinction 
stimulating agent; 

i) assessing endogenous CREB-dependent gene expression in the cells which 
have been contacted with said candidat e c ognitive enhancer compound and with said 
CREB fimction stimulating agent; 

j) comparing endogenous CREB-dependent gene expr^sion assessed in step i) 
with endogenous CREB-dependent gene expression in control cells which have been 
contacted with said CREB fimction stimulating agent and which have not been 
contacted with said candidate cogaitive^^^jhai^ and 

k) selecting said candidate cognitive enhancer. compound as. a confi-rmed 
candidate cognitive enhancef compound if: 
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endogenous CREB-dependent gene expression assessed in step i) 
is increase relative to endogenous CREB-dependent gene expression in control cells 
which have been contacted with said CREB function stimulating agent and which have 
not been contacted with said candidate cognitive enhancer compound; 

t[2]]ii) endogenous CREB-dependent gene expression in control cells 
which have not been contacted with said CREB function stimulating agent and which 
have been contacted with said candidate cognitive enhancer compound is not 
significantly different relative to the CREB-dependent gene expression in control cells 
which have not been contacted with said CREB function stimulating agent and which 
have not been contacted with said candidate cognitive enhancer compound, th e r e by 
sel e cting a oonfirfnod candidate compound ,t and 

2} identifying said candidate c ognitiye enhancer compound as a <x>nfirmed 
c,andidate cognitive enhancer compound if said compound is selected in steps e). g) and 
kl 

1) administering said confirmed candidate compound sel e ct e d in s t e p k) te an 
animal; m ) train t ing s aid animal administered said confirm e d candidate compound und e r 
conditions appropriate to produce long term memory formation in s aid ani mal; n) 
assessing long ten n mem ory formation in said animal trained in st e p m); and o) 
comparing long term menior>' formation asj:;oGGed in step n) with long - t e rn^ - i if >e mory 
forniation produc ed in the control animal to which said confirmed candidat e compound 
has not been administered . 

20. (original) The method of claim 1 9 wherein said host cells are human neuroblastoma 
cells and said cells of neural origin are neurons. 

21 . (original) ^fhe method of claim 20 wherein said neurons are primary hippocampai 
cells. 

22. (original) The method of claim 19 wherein said indicator gene encoder l uciferase. 

23. (canceled) 

24. (original) The m.elhod of claim 23 wherein steps a) to e) are repeated with a range 
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of four different concentrations of said test compound selected in step e). 

25. (withdrawn) The method of claim 19 wherein said animal is a mammal. 
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